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P.O. Box 12233, Mail Drop K2-04
Research Triangle Park, NC 27709

Dear Dr. Thayer:

On behalf of the Soy Nutrition Institute (SNI), we would like to commend the CERHR
Expert Panel for their thorough evaluation and review of the literature related to soy
infant formula. We acknowledge and respect the panel’s conclusion; however, based on
the data presented in the report, our view is that there was inadequate justification to raise
the level of concern for adverse developmental effects from “negligible” to “minimal.”
Furthermore, the report did not adequately indicate why the concern level was changed.
It would be helpful for investigators to understand the primary basis upon which the
expert panel raised the concern level. Doing so would allow researchers to conduct
appropriately designed studies evaluating soy infant formula.

The panel does allude to the reason for elevating the level of concern in the fourth bullet
in the Overall Conclusions. Namely, “... a number of studies in experimental animals
and one study in humans reported effects related to the reproductive system and this
elevates the concern from “negligible” to “minimal.” It is difficult, without further
explanation, to understand how this small number of studies, only one of which involved
humans, carried sufficient weight to influence the panel’s overall conclusions. The one
human study, which was rated as having limited utility, is a small epidemiologic
investigation published 25 years ago that found soy infant formula use was associated
with an increased risk of premature thelarche (1). However, the findings of this study
have been challenged on several grounds (2, 3). Furthermore, there has not been one
published case report of premature thelarche being attributed to soy infant formula use
among the millions of American infants that have used this product over the past 40 years.

In section 4.5 “Critical Data Gaps and Research Needs,” several suggestions are made for
additional research to better understand the effects of soy infant formula on reproductive
and non-reproductive endpoints. We concur with the panel that there are gaps in the
pharmacokinetic data on isoflavones. However, isoflavones are not unique in that there
are many biological active components in cow’s milk formula for which pharmacokinetic
data do not exist.

We concur with the points raised concerning animal experimentation (section 4.5.3). The
panel points out the limitations of using rodents in general as models for human exposure.



In addition, most studies to date have not used intact soy infant formula but only isolated
components. Since there are interactions among biologically active components of foods
that potentially impact the health effects of a food, it does not seem fruitful to continue to
pursue studies using isolated components from soybeans as a means of evaluating the
biologic activity of the formula (4). Furthermore, as concluded by the panel: “The
relevance of some developmental effects to human health, such as vaginal opening (time
of puberty onset) in rodents, is uncertain.” Since animal studies cannot provide
compelling evidence for potential effects of soy infant formula in humans, the value of
continuing to rely on these models for substantive information is questionable.

This point warrants particular emphasis because the Beginnings Study, which is currently
underway at the University of Arkansas, holds the potential to provide extremely
meaningful data within the next couple of years (5). In this study, a wide range of
hormone-related developmental endpoints are being examined in infants fed breast milk,
soy infant formula or cow’s milk formula. The panel appropriately cited cross
contamination (some infants in each group were exposed to more than one type of
feeding regimen) and the small number of infants for which data were available as
limitations of this study. However, by study completion there will be large numbers of
infants in each group who will have been fed only one way from birth.

In conclusion, soy infant formula remains a healthful and important option for mothers
and pediatricians who, for a variety of reasons, cannot or choose not to breast feed or use
cow’s milk formula. The American Academy of Pediatrics Committee on Nutrition
(AAP-CON) (6) has concluded that “soy protein-based formulas may be used to provide
nutrition for normal growth and development”. The AAP-CON (6) and the European
Society of Paediatric Gastroenterology, Hepatology, and Nutrition (7) agree that soy-
based infant formulas are safe and effective for use in infants with severe persistent
lactose intolerance including primary (hereditary) lactase deficiency and classic
galactosemia. The AAP also recognizes that soy infant formula can be used successfully
in cases of secondary lactase deficiency and when a vegetarian diet is preferred. Further,
a 2008 Australian consensus panel recommends soy-based infant formula for the
management of IgE-mediated cow milk allergy (8), a recommendation that is supported
by subsequently published research (9). Clearly, soy infant formula is a necessary, safe,
nutritious and effective choice for parents and pediatricians dealing with a variety of
feeding issues and circumstances.

We encourage the Expert Panel to exercise caution when communicating their final
summary and conclusion of the CERHR report to make it clear what “minimal” level of
concern actually means in practice to parents and pediatricians choosing soy infant
formula. It is important not to alarm parents who have currently chosen soy infant
formula or to unjustifiably dissuade parents from doing so in the future.



Sincerely,

Elizabeth Tilak, MS, RD
President, SNI

Nutrition Research Manager

Dean Foods / WhiteWave Foods Company
Broomfield, CO 80027

)
Mark Messina, PhD, MS
Executive Director, SNI
Adjunct Associate Professor

Department of Nutrition, School of Public Health
Loma Linda University, Loma Linda, CA
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